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A  NEW CASE OF HEREDITARY GINGIVAL FIBROMATOSIS (Abstract): Hereditary gingival 
fibromatosis is a rare disease characterized by various degrees of attached gingival overgrowth. It 
can be isolated or be part of some syndromes, the isolated form being sporadic or familial with 
autosomal dominant pattern of transmission. Our patient is a female with moderate gingival en
largement firm on palpation and with normal color. Both mandible and maxilla are involved and 
have functional impairment (the speech and mastication affected). The onset of the disease was in 
childhood during the eruption of permanent dentition and the patient was treated by repeated gin
givectomy procedures. The personal history rules out the use of medications involved in gingival 
enlargement. Family history was positive for gingival overgrowth consistent with dominant inher
itance. The syndromes with gingival fibromatosis were excluded. The patient was surgically 
treated and the histological features are consistent with gingival fibromatosis. The complex man
agement includes gingivectomy for functional improvement of speech and mastication. Also, it is 
important to identify the isolated form or the syndromic one in order to provide appropriate ge
netic counseling. Key words: HEREDITARY GINGIVAL FIBROMATOSIS, GINGIVECTOMY

INTRODUCTION
Gingival fibromatosis is a rare oral disorder 

characterized by pathological, diffuse or local 
growth of gingiva, usually involving both arch
es. The clinical aspects of the gingiva are: 
normal in color, fibrous consistency and in 
some cases can interfere with tooth eruption 
(1,2). The gingival enlargement has aesthetic 
and functional consequences because can inter
fere with speech, lip continence, mastication, 
occlusion and facial appearance (1). It may 
cause also periodontal problems (bone loss and 
bleeding). Regarding the etiology, the gingival 
fibromatosis could be classified in: drugs in
duced fibromatosis, hereditary gingival fibro
matosis, systemic disorders and genetic syn
dromes with fibromatosis (1).

Hereditary gingival fibromatosis (HGF) 
(OMIM 135300) is a nonsyndromic form char
acterized by genetic locus heterogeneity (can

didate chromosomal regions are: 2p2122; 
5q1322; 2p23.322.3; 11p15) and autosomal 
dominant inheritance (3,4,5,6). The causative 
gene is Son of Sevenless1 (SOS1). SOS gene 
discovered in Drosophila melanogaster has two 
human homologues SOS1 and SOS2. SOS1 con
tains 7 different domains: two histone do
mains, Rho GEF homology, PH/Rem helical 
linker, Eps8 binding, regulatory domain, cata
lytic domain and Grb2/E3b1 binding. The C
terminal segment has a prolinerich domain 
which interacts with proteins such Grb2 for Ras 
and E3b1 for Rac pathways (7). The Ras path
way is involved in aberrant regulation of ma
lignant transformation (cell proliferation, trans
formation, survival and mobility) (8). Protein 
SOS1 is a nucleotide exchange factor which 
stimulates the reorganization of the actin cy
toskeleton, cell invasion and migration. HGF 
is associated with a mutation in prolinerich 
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Cterminal domain of SOS1 gene which pro
duced cell proliferation by constitutive SOS1 
membrane recruitment and activation of the 
Ras/MAPK pathway. This activation has high 
intensity and duration and produces a faster 
transition from G1 to S phase in cell cycle of 
gingival fibroblasts (6,9). 

The histopathological analysis reveal: epi
thelial acanthosis, collagen deposits, the extent 

of fibrosis and inflammatory infiltrates (10).
Usually, the onset of the disease is in child

hood during permanent tooth eruption and the 
recurrences are common. The management in
cludes surgical removal of the hypertophic tis
sue, good oral hygiene, local drug delivery, full 
mouth disinfection and host immune response 
modulation (2,11).

Fig. 1. Clinical features: moderate gingival enlargement with normal color 
(both mandible and maxilla are involved)
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CASE REPORT
A 31yearold Caucasian female was referred 

to the medical genetics consultation due to pro
nounced fibrous gingival overgrowth. Her med
ical history revealed that the onset was in child
hood during the eruption of permanent dentition 
and the patient was treated by conventional 
gingivectomy three times (16, 17, 30yearold) 
with poor longterm results. Clinical examina
tion showed generalized gingival hyperplasia 
involving both the maxillary and mandibular 
arches, with morphologically normal teeth. The 
gingiva was firm on palpation (fibrous consist
ency), with normal pink color and covering 
some dental crowns (fig. 1). The speech and 
mastication are impaired.

Family history is positive: her mother and 
her brother have some degree of gingival over
growth (not require surgical removal) and this 
information is an argument for dominant inher
itance.   

In order to make the differential diagnosis, 
we made some supplementary exams: Xray 
examinations of skull, foot, hand and spine, 
cardiac and abdominal ultrasound, otorhino
laryngology exam, ophtalmologic exam.

The patient was surgically treated by exci
sion of the excessive tissue. Gingivectomy im
proves, even temporary, the speech, mastication, 
esthetics and self esteem. Recurrence is rela
tively characteristic in gingival fibromatosis.

The histopathological analysis is consistent 
with gingival fibromatosis: acanthosis and par
akeratosis, fibrous tissue with collagen deposits 
and lowplasma cell lymphocyte inflammatory 
infiltrate (fig. 2).

The molecular testing for the gene SOS1 is 
useful in diagnosis and for the family manage
ment, but in our patient was impossible to done. 

DISCUSSIONS
HGF is a benign condition and the correct 

management imposes to check some signs spe
cific for genetic syndrome and to take a good 
personal and family history. Differential diag
nosis was made with three categories of gingi
val enlargement: associated with some drugs 
consumption, systemic disease and genetic syn
dromes with gingival fibromatosis.

Gingival enlargement could appears after 
drugs consumption like: Phenytoin, Calcium 
Channel Blockers (Nifedipine, Verapamil), im
munosuppressive agents (Cyclosporine) (2,12). 

In our case this etiology was ruled out because 
the patient do not take such medication.  

The systemic diseases like leukemia or sar
coidosis produce gingival fibromatosis, but were 
excluded in our case by haematological analy
sis, Xray exam and pneumology consultation. 

Genetic syndromes associated with gingival 
fibromatosis are: Oculodental syndrome, Gin
gival fibromatosis with sensorineural hearing 
loss, Oculocerebral syndrome with hypopig
mentation, Zimmermann–Laband syndrome, 
Hyaline fibromatosis syndrome, 

Oculodental syndrome (Rutherford syn
drome, OMIM 180900) is a rare genetic disor
der characterized by corneal dystrophy, gingival 
fibromatosis and noneruption of tooth (2). The 
ophthalmologic examination in our patient was 
normal and there were no problems with tooth 
eruption.

Gingival fibromatosis with sensorineural 
hearing loss (Jones syndrome, OMIM 135550) 
is an autosomal dominant disorder which as
sociate progressive sensorineural hearing loss 
(2). ENT exam was normal, and our patient did 
not present deafness. 

Oculocerebral syndrome with hypopig-
mentation (Cross syndrome, OMIM 257800) 
is an extremely rare autosomal recessive condi
tion characterized by ocular anomalies, intel
lectual disability, athetoid movements and skin 
hypopigmentation, silvergray hair color (2). 
Because our patient presented only gingival 
fibromatosis, we excluded this syndrome. 

Zimmermann–Laband syndrome (OMIM 
135500) is an autosomal dominant rare disorder 
characterized by gingival fibromatosis, coarse 
facial appearance, defects of the nose, ear and 
absence or hypoplasia of nails or terminal pha
langes of hands and feet, hepatosplenomegaly, 
hirsutism (2). In our case Xray examinations 
of skull, foot, hand and spine were normal. 
Similar results were confirmed by cardiac and 
abdominal ultrasounds. The patient has no fa
cial dysmorphia and hirsutism. Thus, we ex
cluded also this disease.

Hyaline fibromatosis syndrome (Murray–
Puretic Drescher syndrome, OMIM 228600) is 
a rare autosomal recessive disorder with gingi
val fibromatosis, osteolysis, osteoporosis, os
teopenia, recurring subcutaneous tumors, re
current infections, painful joint contractures, 
diarrhea in severe forms (2). This syndrome 
was ruled out because has just gingival fibroma
tosis from all signs.
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CONCLUSIONS
HGF is a benign condition characterized by 

gingival fibromatosis that affects both maxil
lary arches. This disease presents an autosomal 
dominant transmission and is characterized by 
variable expression. For this reason the discov

ery of such case imposes clinical examinations 
for close relatives. To make a correct differen
tial diagnosis the management of patients im
poses multiple clinical examinations (in differ
ent specialties) and diverse types of laboratory 
or imagistic examinations. 

Fig. 2. Histologic morphology from gingival tissue. A. HEx4 Stratified squamous epithelium with 
parakeratosis B. HEx4 Stratified squamous epithelium with acanthosis and parakeratosis C. HEx10 

Fibrous tissue with collagen deposits and lowplasma cell lymphocyte inflammatory infiltrate
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